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FLOHAEHENBHB LT 5, SER LA DKB ik
DideoxykanamycinB 0#ETh 5, KK O HBEIZRER
DEEWBEL R LEN LB LRI, B sHEai
EHBEOFUL TR LT T 3/ EEGcHAEYE T
THMUEEOMEREC L L TV CERANCHEECE
TicHEETHEEL TELRAEZLDOTEHY, ZOZLREK
ERBERLDLINY, Rt LCHEEROCHRERSL S
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1) MIEFABRE
TR 47 SEEBRMARLHhCBRERREOBE I v &
BEUIOREN: Y Yo BREE 30 #Rickf L, DKB o MIC 4
HERE Lico ¥-io7 3 7 EEGFEDE & k3
% tc 8 Lividomycin (LVM &%), Kanamycin (KM
L B%), Kanendomycin (AKM 2 BE) @ MIC 454 d &
ATHRE Lico TOREH L B R LR EE g 8
LUl
2) R BIT AR
RREOMFEAR X ORAKAEE
3 kg BitkoABKERKE % A\ DKB 50 mg/kg %
TEL, TOH—ERMECOER IOBEKEERL, £
DBREXTUE Lt WEF ¥ Bacillus subtilis PCI
219 ¥REWELTHHBY v TEE AT, BETES
% DKB o7 v7/r (1771 50mg) # - 5mg/
0.1ml 2REDHKBOMKIET T, LEHOMNERLA
JRERET & OO 5 L, E5RE UM OF
TKE XM & B 5 —ER I BRI L OBRE 2
B LT MEHEIRREAETH B, ME, 1ESD
fEX 2 RE2MOFHETH %, BAEKARE X DKB
50 mg/kg FGHEKNBEN €~ 27 Licd 2B
REREHE L, #ABCIBERESTAXL, TOR
BRRE L, WEHEIINREFAHFETH D, ArhL1
KE2RDOFHETH 5o
B O i 75 PR BE

A DI & N BEONEL, 10 £k Volun-
teer = DKB 50 mg & 100mg % cross over {& T
51, B5E—EREEmCRn L rORE Y E L,
¥ LVM, KM, AKM o\ Tik DKB % #45 L
#LRic% Volunteer 7 Z i # 5 LHHEH O MENE
EXHEL, FDOFEMET DKB &Ik L, JIEHE
HTR L REETH Bo

II. = 8 B #®

1) MEFIRE

47 EESHOREM: Y FYERE 30 #¥icw+% DKB
BIVO DD 7 3 7 EEGETAEYED MIC 454 DKL
Bz Table 1, 2 DL ¥HTH B,

2) RIBET B

a) FROMBEAR X OBREKAEE

FKEic DKB 50 mg/kg %5 %—ERHBCEKE
JOMBEER LBELZRE L, £OREIL Table 3,
Fig.1 L&Y TH 5, DKB 50 mg/kg HiEtk, BEK
NIBEN Y — 2 L7 5 2B ORMEMBRAERE L Table 4
DEBHTHb, 7 DKB 5mg/0.1ml » FE DK
TrRES L, Fok—EREEC SRS X OIEESR
NHEKERRL, ¥cRFACRmnL, TORELXR
ELo FOREIT Table 5, Fig. 2 DL hTH5b,

b) DKB #iEtko A DifniE NERE

R A 10 4 1=, DKB 50mg & 100 mg % cross
over L T#HEH L, #5% 1, 3, 5 BifilE 2, 4, 6FF
Mo 2 70— 7R L, £omEREEYHEL
to FORFE Table 6 DLBDTH D, 17 3

Table 1. Antibacterial activity of various anti-

biotics against Staphylococcus aureus.

(30 strains)
mcg/
mll 100 50 | 25 [12.56.253. 12]1.56/0.78/0.390.2
Drug
LVM 17| 7| 8| 6| 1
KM 7114 8| 1
AKM 17| 9(10| 3
DKB 1/12|10| 6
GM 20| 4
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Table 2. Minimal inhibitory concentrations of various antibiotics against 30 strains of
Staphylococcus aureus.
Strain | kM | AkM | LVM | GM | DKB | SY2m | kM | AKM | LVM | GM | DKB
1 3.12 1.56 6.25 1.56 1.56 16 1.56 0.78 1.56 1.56 0.78
2 3.12 0.78 6.25 1.56 1.56 17 6.25 0.78 1.56 0.78 1.56
3 3.12 0.39 0.78 0.78 0.78 18 3.12 0.78 1.56 0.39 1.56
4 3.12 0.78 3.12 1.56 0.78 19 6.25 3.12 3.12 1.56 3.12
5 3.12 1.56 | 12.5 1.56 0.78 20 6.25 3.12 | 12.5 1.56 3.12
6 3.12 1.56 6.25 0.78 1.56 21 6.25 3.12 | 12.5 0.39 3.12
7 0.78 0.39 1.56 1.56 0.39 22 1.56 0.78 1.56 1.56 6.25
8 3.12 0.78 3.12 1.56 1.56 23 6.25 3.12 | 12.5 1.56 3.12
9 3.12 1.56 6.25 1.56 1.56 24 3.12 0.78 3.12 1.56 1.56
10 3.12 0.78 | 12.5 0.39 3.12 25 6.25 6.25 | 25 1.56 3.12
11 1.56 0.39 1.56 0.39 0.78 26 1.56 3.12 6.25 1.56 1.56
12 1.56 0.78 3.12 1.56 0.78 27 1.56 1.56 6.25 1.56 3.12
13 6.25 1.56 | 12.5 1.56 3.12 28 1.56 3.12 | 12.5 1.56 3.12
14 3.12 1.56 3.12 1.56 3.12 29 3.12 1.56 3.12 0.39 3.12
15 3.12 3.12 6.25 1.56 3.12 30 1.56 1.56 3.12 1.56 1.56
Table 3. Concentrations of DKB in serum and Table 4. Concentrations of DKB in ocular tis-
aqueous humor of rabbits after intra- sues of rabbit 2 hours after intramus-
niuscular injection of 50 mg/kg cular injection of 50 mg/kg
meg/ml Ci?;gnf;a' C(')cril::nitrfa (aqugsxtsio Ocular tissues mcg/ml Rsaeggrrfo
hour serum agg;%gs humor/blood) (%)
Cornea 2.8 5.4
0.5 47.0 7.6 16.1 Conjunctiva 6.0 11.6
1 59.0 8.5 14.4 Sclera 2.1 4.0
2 57.0 20.0 85.1 Aqueous humor 18.5 36.0
3 2.5 13.5 57.4 Iris and ciliary body 5.4 10.5
4 20.0 11.0 55.0 Retinochorinoid 5.5 10.7
6 16.5 9.6 58.2 Eyelid 8.0 15.5
Vitreus body <0.78 <1.5
Fig. 1. Concentrations of DKB in serum and s 51.3
aqueous humor of rabbits after intramus- erum ’
cular injection of 50 mg/kg
Table 5. Concentrations of DKB in aqueous

mcg/ml

1001

10

-

hour

1 2 3 4 6

JEREGHERTHSD LVM, KM, AKM %7 AD
Volunteer wfFEL, X h#H#E5H 2, 4, 6 KL 1,
3, 5 B0 27V — At m L, FORERHE

humor of rabbit after subconjunctival

injection of 5mg/0.1ml

mcg/ml{Concentration/Concentration|
in aqueous | in aqueous |Concentration
humor of humor of in serum
min injected eye | opposite eye
30 10.9 1.6 23.0
60 16.8 2.7 15.8
120 12.8 4.7 10.7
180 10.3 2.7 5.8

L& RIS 5 F5fE% R Licd Ot Table 7, Fig.

B3DLEHTHEo
3) BARHBR
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Table 6. Serum levels of DKB in human after intramuscular injection (mcg/ml)
T~ Dros-e\”% 1 2 8 4 5 6
O (mg)
Sex Age - Body 50 100 | 50 100 | 50 100 | 50 100 | 50 100 | 50 | 100
Name s \vieight
f.| 23 55 6.0 | 16.0 1.3 | 8.0 0.6 5.3
f.| 26 46 7.0 |13.0 2.2 | 5.9 1.0 | 4.9
f.| 21 50 6.5 | 14.5 1.8 | 8.8 0.8 6.0
f.| 20 44 6.7 | 13.0 2.3| 5.0 1.2 2.3
f.| 23 43 7.5 120.0 3.1| 8.3 1.5 | 5.5
f.| 22 45 4.6 | 10.0 1.4 | 5.0 0.8 2.7
£f.1 19 64 3.9 |13.0 1.1| 5.9 0.8 4.2
|
f.| 24 53 5.513.2 2.0| 5.3 0.7 | 2.7
f. 23 62 4.9 | 9.5 2.0| 4.6 0.7 2.8
f.| 29 |57.5 3.6 9.0 1.3 — 0.8 3.9
Fig. 2. Concentrations of DKB in aqueous Fig. 3. Serum levels of DKB, LVM, KM and
humor of rabbit after subconjunctival AKM in human after intramuscular in-
injection (5 mg/0.1ml) jections (average values)
meg/ml
meg/ml 100.0
\\ Aqueous humor
Nnjected eye
10 Ny ._\‘\,\_‘_‘ LVM 500mg
~ '~
> Serum 10.0f ARy
o~ fat e KM 500mg
Aqueous humor \\o\ o~ AKM 200mg
of opposite eye \\\ “*DKB 100mg
30 60 120 180 hour e
1.0r e~
Table 7. Serum levels of various antibiotics L *DKB 50mg

after intramuscular injections in human
(average values in mcg/ml)

Hour
\\ 1123 4|56
Drug Dose
LVM 500mg | 37.2 36.2) 21.8| 16.8| 14.4| 14.0
KM 500mg | 21.5( 22.9 13.2| 9.6/ 8.6 4.7
AKM 200mg | 18.1] 13.8 12.0{ 7.5 5.5 4.4
DKB 50 mg 6.7 4.5 2.1 1.6/ 1.0 0.8
DKB 100mg | 15.3/ 10.9) 7.2 5.2 4.8 3.1
BREAN R RREERE, FNE FERHE

%, AR L0 12 SIORRYSEDHE R DKB 50
~100mg %* 1 B 1 EfHEC TR E L, ZoRREHKEH
Lico DAL Table 8 D& B HTHb5,
IIL.  ME& S UER

1) MBEERERE

FRAN 47 SEERBILR 2SN CRBRISEOBE MBS
B LR EM: Y FoERE 30 ¥k 35 DKB o MIC
SHiEARD L, 0.39~6.25 mcg/ml DD Y, LK
1.56~3.12 mcg/ml i© 30 #kHr 22 #k (73.3%) &3

hour

1 2 3 4 5 6

%, =@ DKB o#iE 1t LVM, KM, AKM, GM ©
MEN LT 5E AKM L 3IERABEONNZ— VYRR
L, GM X v ®®%h, KM X he3<h, LVM X
DR TWABBEER Lo % DKB I EE O
HWIXFRD b hish ol

2) WIS+ HHE

K %ic DKB 50 mg/kg #fHEL, £OH 30 5hb
6 BFRICE] % ¥ T— RIS L O R K & 8 K
L, DKB oBfTEREXWET 5 &, MERNREIRS
%o TY —2 L h 20meg/ml %R Lo BAKA
BENY -2 LbBoRBEmMtX 35.1% T, bhbh
ALIBIE Lic K Ric 50mg/kg 5 LD KM ©
13.9%, AKM 14.5% X b iz 52k, KM 2 AKM
X OBRABTREIFTHB EBXMbRY, ks
#% 6 Bl DKB oimiBR#Ex 16.5 meg/ml ¢ KM
® 4.2mcg/ml  AKM @ 14.9mcg/ml X b & <,
KM = AKM X h#fid RiF T KM ® AKM o5
BIVADRICIHERDD LBLI %,
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Table 8. Clinical results with DKB administration (administered once daily)
. . . Daily dose | Duration Isolated Side
No.| Patient 'Sex JAge' Diagnosis (mg) (day) organism Results effects
Palpebral cellulitis Induration
1 f.| 34 (right) 100 3 —
Palpebral cellulitis
2 f.| 42 (left) 100 3 + —
ire Incised on 2nd
3 f.] 29 Pag):fl:gal cellulitis 100 3 day. St aureus + —
KM H#, GM +
Palpebral cellulitis St. aureus
4 m.| 36 (left) 100 3 KM £, GM 4+ + -
Hordeolum externa
5 f./15 (left) 50 3 H —
Hordeolum externa
6 .19 (right) 50 3 H -
Hordeolum externa St. aureus
7 m.| 10 (left) 50 3 KM 4f, GM 4+ + —
Hordeolum externa
8 m.| 24 (left) 50 2 H —
Hordeolum externa Induration
9 m.| 28 (right) 50 3 -
10 m.| 41 | Hordeolum externa %r?)tn;iixye;? 0 1 Induration _
(left) day 50 2 +
Peridacryophlogosis
11 f.] 30 (right) 100 3 + —
1 st day 100 1
12 f .| 23 | Corneal infiltration |from next + —
day 50 2

RREBRAREZEKNREN Y — 7 L7 5K AL
THELTARS &, WBFEEZBRVCQRRERKCIzV-Th
PBTARD I, MBFCELHERCBITAREFROX
DAY E L RAED X — VR LI,

REFROKBETIC 5mg/0.1ml #ESH L, L0
DEHBROEXNBESR X OMMROBKRBRE LU
MERBEROWTAS &, BIETEHNE 30 5ChiE
MIBEIL 23.0meg/ml Ligh EHRORE K W B
10.9 meg/ml, fiifR OFFKMEEEX 1.6 mcg/ml #7R L,
EHBORKNRE X h MERBRENE V. ¥EET
TR 180 Tl IREER 5.8 meg/ml, FHRD
FAPNRE 10. 3 meg/ml, iR DO FKPRE 2.7 meg/
ml FHESROFKABENMENBEX D E V. 20
Z L REETESERIIMEACRI S h b BIAEAA
CBTT2REIDEL, REIMEET S ONESHTA
NOBEKANDOBITRMBA~DORINL D, ¥XB7dLd
Bbhbo .

Wil A 10 %@ Volunteer i, DKB 50 mg
& 100 mg % 18 DfEIf@C T cross over I THE L,
FOMBRBELXRIE Ui, 10 AD Volunteer % 2 7
N—7E5 N&L, 5%, 3, 5K fhos
N— ARG 2, 4, 6FFRICERIM Lic, HBEBFRMmML

T BB RIC BT 5 REDOFHE A5 L 1 50 mg/kg #
EHOMmMBEREEDOY — 21X 1R H b 6.7 mcg/ml,
100 mg HETIZRILD ©— 2712 1B 15.3 meg/ml
AL, WThibhbh OB LREE7E 30 &
T LB TH Ol ELRROERMLE LR BN
H (35%) »oEH5H 2O ADEKNEE L H#ET
& 50mg H#EDOHAWIXF 1.57 mcg/ml, 100 mg
5Tk 3.81meg/ml L%, Z DOBTEEL 50 mg
BETIIRIE T E 30 ¥k 17 %k (66.6%) i, 100
mg #HE5-Ti% 30 ¥k 29 £k (96.6%) CEXTH 5,
DI EBAT 100mg HEDBE 50mg LI
LEDRERBT 2 MKRESD 20 EERL, F1E
KABTRE LHEDRECET 5, 7 DKB omER
BE%® KM, AKM, GM # 5 %o A0 mENRE Lt
#-34% &, DKB 100 mg # 513 AKM 200mg # &0
BR oo i FEPNIREE W 13 1F TEET %o REM2Thhbhit
AKM 200 mg #5 DR ERFUE DR b A THAHF D
FE5EI2100mg 1 A 1EDIES> 238 E L& Bbhis,

3) BRB®R

DKB 50 mg, 100 mg #5450 A DIl i PIIREE A B2
THEWEE L Bbh 5REBEESE 46, FEREL
16 100mg 85, FNEL L ORFEORIHET
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S0mg %# 5L, ZTOMEEHRE Lz, FORREIERE
B BICRD X 5 IED e Tinb b ABHLE 21T
TehTRIEDERE Lic b D2 ESH, SABNABYT
OIRAFERAC L DFROBHR Licd O, I BRER
P2 R L THER L O2ED+, RIS »d
HOTHROBE LIS ORE L Ui,  -AEEE
TR LTUIER L b DR ERH & Uiz, £5EF 12
FELSAOLERS Blb Y, BEETBRBE Lcd ik 1
B, BHEHBUIBEEEE Lcd D 2 61T, W d St aureus
BRI h, KM, GM wTFh i BZH4H L, DKB
TR LT HERE Bbhic, #5811 H 1H 50~100
mg, FHc#)E 100mg, L2 HE D 50mg #E5D
BAEbH0kR, BEHMEIVWThY 2~3 HETHEY
Th Y BRI 2L TiZbhbh OFESCILf bR L
Tig BRPET R LeH 53 X ORI 5
T, BOHERLEREATHS L Bbhi,
7 E

1. RERHES ¥ o ERE 30 #3535 DKB ofiEH
(3 AKM izigEg L, %o MIC 476i% 6.25~0.39
meg/ml ZH D, 3.12meg/ml HEHRT S,

2. DKB 50mg/kg # 5% O FRROMBEFERE 1
RMce~2L7eh, BARBE 2EETY—-2Lic
50

3. FREIC 50 mg/kg FHHEsk 2 R OREMNBE L
WET 5 EWTFELRWCCERAKTII VTR BTN
Bdbh, LSCBXABTIIRIFTH 5o

4. FEOHMEE Tz DKB 5mg/0.1ml #7345 Ui
B OBKARE RS # 3EMCTLEL, AHRER
%TBO

5. fEEE/RA 10 &k, DKB50mg & 100 mg %
cross over . CHE5 L, FOMBERNEEYZAR S L 50mg
HHEOBEDO Y~ 7 EOMERREZRREE Y FYRED
56.6% *FRBIAIE L, 100 mg 5D CIX 96.6% %
EBEMIET 5,

6. [ERAOCIERRSE 12 BICER L, EuwicwbRIEF
TR BB, & B REEIEAIZRD T IgL,

X s

1) #% 15 DKB RHE&ENE
2) FEMEY 18372 : Chemotherapy 17, 1847, 1969

USE OF DIDEOXYKANAMYCIN B IN OPHTHALMOLOGY

Hisavya Tokupa, Hirosur Hatano

Department of Ophthalmology, Kyorin University
(Director : Prof. H. TOKUDA)

Tyurtiro Kayasa

Clinic of Ophthalmology, Joban Hospital

A new antibiotic, dideoxykanamycin B (DKB) was studied to evaluate this possible uses in ophthal-

mology.

1) Sensitivity of organisms isolated from human clinical materials : All staphylococci in vitro studied

were sensitive to 6.25 mcg/ml or less of DKB.

DKB showed similar excellent bacteriostatic effects in vitro experiments to aminodeoxykanamycin.

2) DKB showed definitely superior penetration into the aqueous humor than aminodeoxykanamycin
or kanamycin in rabbit experiments after intramuscular or subconjunctival injection.

3) DKB was administered intramuscularly at the dose of 100 mg to 7 volunteers.

The blood concentration of average value of 7 cases was 15.3 mcg/ml after 1hour, and 3.1 mcg/ml

even after 6 hours.

4) Twelve patients with extraocular infection were treated intramuscularly with daily administration

of 50~100mg of DKB.

All of these cases improved by the treatment, and no side effect was observed.



